r * I * 



09/807980 

JC08 Rec'd PCT/PTO 3 0 APR 209f 

P20953.P03 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Applicant :H. SUSAKI et al. 

ApplNo. : Not Yet Assigned PCT Branch 

LA. Filed .October 29, 1999 PCT/JP99/06016 
For :DDS COMPOUND AND METHOD FOR MEASUREMENT THEREOF 

CLAIM OF PRIORITY 
Commissioner of Patents and Trademarks 
Washington, D.C. 20231 



Sir: 

Applicant hereby claims the right of priority granted pursuant to 35 U.S.C. 1 1 9 based 
upon Japanese Application Nos. 10/3 10130, filed October 30, 1998 and 10/329272, filed November 
19, 1998. The International Bureau already should have sent certified copies of the Japanese 
applications to the United States designated office. If the certified cop have not arrived, please 
contact the undersigned. 

Respectfully submitted, 
H. SUSAKI et al. 




Reg. No. 29,027 



April 27, 2001 

GREENBLUM & BERNSTEIN, P.L.C. 
1941 Roland Clarke Place 
Reston,VA 20191 
(703) 716-1191 




# 



THIS PAGE BLANK (uspto) 



a ^ a # ft 

PATENT OFFICE 
JAPANESE GOVERNMENT 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

di m *z n b 

Date of Application: 1 9 9 8#10^30H 



Application Number: 1 O *£*r# 3 1 0 1 3 0 # 

iiJ S[£f A. 

Applicant (s): fl-^^^^tt 



PCT/JP99/06016 




$.s *•<«-,• . ^ 



PRIORITY 
DOCUMENT 

SUBMITTED OR TRANSMITTED rN 
COMPLIANCE WITH RULE 17.1(a) OR (b) 




aifiE#-^ ffiSE#¥ 1 1 -3 0 8 3 7 6 8 



10-310130 

[g3I##] 98019M 
[HmH] ^10^10^30 H 

[^mxttjgmj *]R»fl:F;iiK**?s it@i6#i3# m-mmm 
mm m 

[^mxiijgm] 5K]KiPtnF;n^t*©iTg i e#i 3# 

i&mxitmm ytftmiL-pjimitmm i t g i 6 * i 3 # sg— sgmi* 
ss^ttjfcjgcwsfcijwsiz > * - ft 

[»S!l#-^3 000002831 

1 miiE4f ¥ 1 1-30837 6] 



Sfisp. 10 — 31013 

mm*] 

mWm^l 100096219 
[SRSCl#-S-3 100095843 

c#a±3 

[9RM##] 100092635 
[#31±] 

*a*3 

[^tt#*#-33 038357 

21.000R 

EI® 1 



#5£ 10 — 310130 



4 



ffiHEW* 11-3083768 



# 10 — 31013 ; 
TJVZi- )VZmtt&%3-£&M-? %> Z. tl \Z J: U 5 r £ * H4«1=rtfco 

[ffjf^l 2] ffrft-&4&##9* h-X^##T*&£ff #3(1^^11©^ 
»J 0 . 01~1 . 0T? & -5 »:£^12K:ffi<8<Z>iMiri£'&#. 
1 &V%L13(Z)V^*l;fr 1 1&\Z ! BM.V>M s k^.&fc* 

1 7 ] E^-^^^mffl^JT'$>^>ft^i6icgB^co^^# 0 
ISff^i 8] ES^b-&*»tf(is,9S)-i-ys y-9-x^;i/-5-^;i/^D-2,3-^ 

H Kn-9-A>f Kn= 3 r^-4-^^;i/-lH,12H-/<> ^ [de] fcf^y [3' ,4' :6,7M> K 



2 



mSE^ 5 ! 1 11-3083768 




f# 5|2 10 — 310130 



i 9 ] ffpiii*^3!SS!i-e*>s3i*^i8cffi«©aift«^ft- 

[0 0 0 1] 

n - ;i/ £ tfiB^&I & if © frmmmia& ic K * *> © t* & 

So 

[0 0 0 2] 



ttJSEiff 5 ! 1 ! 1-3083768 



#^2. 10—31013 

[0 0 0 3] 

vxmitK mm^Mifr izmvt mmmm $i±t tmrnn © j& tp iz n w %> m 

jtfcT, 5H££t6B W094/19376-^lC&. *;i/stf* S/^fe^-T &#«S©:fr;i/jtf * ^> 
2/>3Sfcif%^bfc^ifelft^-#^@B^SnTV%S 0 #£^7-84481 
[0 0 0 4] 

zn^omm^mt, mmmmzffi&ztitc.mmmmzm&xm^^t~m&iz& 

(DmMit^efoh*. 1 frib 8M(DT$ J Weft IT^StS 
i*S;ifc#/T?#SSM&«£ffc&il#UTV^ (HBR^BaW097/46260-&). * fc. 

[0 0 0 5] 

#y r?vn-Mt&m4ti!?%!)zmmmft£. Lxm^r=.m<^^mzm-r 

, 279, 1994) ; r^jgg-/^^ K~ V^l/l^ B9?-*>W3fe • ttftift 

»^*fi:ffi**&*j (mvmu*mmmmm^<kmmm'gm, 292, 1994) ; ii9 

ISW&W$8i&fa1Z^- gil, D-9, 1995;S:t>* r#£* 

>tf?^?A, HM^, 51, 1995) fc£f©#£#&.6. 



ffitiE4f 11-3083768 



m ¥■ 10-310130 



[0 0 0 6] 

yjbziymmmft (#iB¥7-703int4*«) , «^«fsKy-©-stJi-L-y;i/* ^> 

^SgigEfls (#^7-228688-^-^) , U &#bT»ffe'£#&*£-&31i:fc#- 

mit^m (4fH§ 5 P8-85703-5§-<&#) , (4#|»¥9-1186 

99^#) &£#*H?>*lT^<g>o Lfrb&#£>. fc/l/JK^rS/C^T 

[0 0 0 7] 
[0 0 0 8] 

[0 0 0 9] 



ffifEff 5 ? 1 1-3083768 



4f sp. 10 — 31013 

mi^fa ; k*s-& l 2—8 mors. sm 

;i/=2-;i/£#U bT^rb£4i><DT&5±gH^®-£r#: ; «gifc 

- ^^bT^b^^C J: y ^^^^ -^tfP$tifetj©i?feSJbfB^^^-^^^ii 

[0010] 

x m.Mit&ya%ts & £ & ^ £ jc j; y jgit -r s z.ttfx*&z> mmn^t^m 

n tc <fc y J83§f * ;i i: #*e £ s _tffi&8>*^# ; & t>\ * /i/sK^r S/C^r;!/* /i/ 

n£^#;vtf3f s/c^r;^;^^;* h^>3Ky y;i/n-;wc*f itgift^l? 
£ MUr £ -& & z n ic <t y asset- srt^s ±ffi£4&«£-##s# s tis 

o 

[0011] 

5>#'J7w-m ttffls^**e^«f -r -5 ci t <k y fgjg -t z> z. n &t* %%>mm 
*i<&. £©&iji!©#*bv*J»8Hcj:;ru;£* «3t7/i/jK*S'C 1 _ 4 7;i/ 



6 



ffisE#¥ 11-3083768 



#^ 10 — 310130 



nfeS^^^^Cj^T;!/^^^^^ 7;^:^-/l/&Sffc^&T^fc«rf 
.5 r i: ic <fc »J 3Si3&-r £ - 1 £ -2> _LfiBai4aj«-&##ffi# $ nz> o 
[0 0 12] 

^tKU 7;i/3-^/©*l5S3l*fcy 0.01—1. 0T?&£JLSSH4irtK-&fle ; EH6-ffc'&* 

^ma*^X»Jn;^^^fe^>±ia^#l^^ ; ^ISftl^4W(lS,9S)-l-7 5. y 
-9-ai^;i/-5-^;i/>rD-2,3-^t: Fn-9-/W Fa ^2/-4-^^;i/-iH,i2H-^>^/ [ 

de]tf^7 [3' ,4' :6,7M > F U S^V [1,2-b] 3f J V ^ >-10,13(9H,15H)-$;^->T^> 
[0 0 13] 

^-^•#1 T^ffr $ *i t=. 33 3f % >Cj_ 4 7 ;i> 3f ^t 1 3f ^ h ^ > # U 7 n - ?v t>m@k 
tfif S tlfc*;!/^ 2/C 1 _ 4 7;i/^^-r^r^. h ^ > sK V 7;i/3 -;i/©ffiffl««ll«S ft 

So 

[0 0 14] 



7 



ailiE^F^ 11-3083768 



10 — 31013 

[0 0 1 5] 

%o *c tetfif $ ti £ * ;i/ 3f ^Cj_ 4 y ;v ;i/ t-* * x h v > jK u t =i - ^/ £: E 

[0 0 1 6] 

&>±<DBifo&'%n& (Willi, T^S, stj^stf^Sz/l/H, 



8 



0}al#¥ 1 1-3083768 



10-310130 



[0 0 17] 

-ilT'feSo #|XJ£, ESg'ftl^tf D-NH 2 , D-COOH, D-CO0R, D-OH, D-SH, D-CO 
NH 2 ,D-NH-CO0R (R IZi&mT )V*r JV^ig) Xmt*tlZ>m&. &Mtt>^m<Djm& 
^-tl-rtl D-NH- (D-NH-CO-Q fcif), D-CO- (D-CO-NH-Q, D-CO-O-Q, D-CO-S-Q & 
if), D-CO- (D-CO-NH-Q , D-CO-O-Q, D-CO-S-Q £0 , D-0- (D-O-CO-Q, D-0-Q& 
£),D-S- (D-S-CO-Q, D-S-Q&if), D-CONH- (D-CO-NH-CO-Q& , D-NH-CO- (D- 
NH-CO-O-Q, D-NH-CO-NH-Q&H) y n WliX^-^-Xli^^^ 

^c^y;!/^;^^* h^>sKu 7 n - ;^ £^^fc^4^S 

, Q ti^^-^-^tWl/^^C^y;!^;!/^^ h9»Kyr^3-^& 
[0018] 

v>f^>c. -fvjr^Jisy. j/^nj/f-yx br>^y^^>. tr>^9^^ 

87746 #^?8JCffi«S*lfcmfll*S!I> »*L<tt»#3fi2IC|a«$tlfe (1S,9S) 

7 ?;.g- x ^ ;l/ _ 5 _ y n-2 ,3- Fn-9- /\>f KndpW- 
-lH,12H-^>l/[de] tf^y [3* ,4* :6,7] > F U VJ [1 , 2-b] dp / U >-10, 13(9 

h,i5h)- *?*ym teE(Dmmmm<Dmmzifrmzm^z>z.£.tfxm2> 0 



aiSE#¥ 1 1-3083768 



10-31013 



3fcJft3fc&8!U X1^7xtAt, 7^/7ai^Aaft, ^^D7it^, ^^07 
[0019] 

bfc 2—8 ffi<DT$ jm-frhte&T*^— lf-S:ffiV>-g>^-^JCli, fit*'*— 9— M: 
[0 0 2 0] 

bv>*^--tf--&2~6<@tf)75 ^^*^^5>^-U=3*^^^ Ktf>^*T*£>£ 
0 -75->, £-757*^01. 7 -75 y Mftfcif&JSV^Tfc <£^„ £ 

<z)<ke>^a -75 ;iW75 y^ta, ^K--9--^-e#«i<b-a-^i^ifi^b7c 

[0 0 2 1] 

092.1*;*- y zS*-?* F*^ — 9-- : &fflv^-g)a^•©^-6r^l^Itt#^c^$tl^v^^ 

^aic^/<--b— ocfs^n^ht't^ 092.1*, w f^^ 

e -7 5 7a£ j e*i J ?;fttfStf>7 5 y^<D^;i/^^pi/;i/Si:M7 5 K*g-&s-&<&fc 
7 5 ts^*;i/iK>isft^ojli (092.i*x^u>s?7^ yftEo) 



ffifiE4W 11-3083768 




/j$:q2. 10—310130 



[0 0 2 2] 

0git«, J**—*-** -X-Z-T^£*i£$^:/^ Ftf>^» (X 
y^7^tf>^£^U ZfcMBzMTT^ >^<Z>3BiK&3*U -X-Z-fettfcfcttT'S ^ 

^etiim(D7^mm^Rxyim(DMm^^^r=.m^MM-t^>) x& 

n>f 2/>J&:if&Mv%s;i£#-e^ S^ttT S J mt bTtt, Mill ^US/> 

©iRyjgbBB^I (#9iUi-X-Z-X-Z-, -X-Z-X-Z-X-Z-&£?) Sr^LTV^TfcJ:^. 
[0 0 2 3] 

fev^TS^ls^cle»s©El^b^«>3s«awt•r*. tot, _t§a^^F£-g-& 
x ^ - - l mmitG® t l t m& £ *i s as^nufi &> #3§t3§ ©3SS4fcsr& 

SO (Mill F^v;i/tf^>>^if) ©SS&JSv%s»<£K:au -x-z-T^stis 
JtfBcD ^ ^ ^ F3S3S 5& 5 * ^ - -9" - X ttm ^ ^ 7 s ? F3S3S & 3P#^ ^ F 

[0 0 2 4] 



1 1 



fcUft^- 11-3083768 



ijf 5JZ. 10-31013 



[0 0 2 5] 

^ #: J C & g IC JS b T J§ V ^ e> ti £ ^ ^ - -9- - T <D © PS 5£ $ ft « 3 1 & 

&ag-&Lfc3&ftrtSr£#<Z> Walker 256ffi« 9 y Mc^^&l68&©&^ga^ S 
^Walker 256jfl#^ y h ©ffi*«P&K: fe tf53BKi K3f V ^ kf £/>$gglC J: o T W 
fcbfco ) . £fte>©*^— fr-©^* F3f V;i/t^>&C*fbT&: (N *SB)- 
G ! y _ G j y_phe-G 1 y~m ©JgBSHJClSii^© &mit&Q3 & 3E«t £ 3 £ £ S X * 
— i?- — £JB V'k-sr £#£F£ bv^ 

[0 0 2 6] 
[3ft 1] 

(a) 38cK*£#*£v*;*/*--9-- 

-Leu-Gly- 

-Tyr-Gly- 

-Phe-Gly- 

-Gly-Phe-Gly- 

-Gly-Gly-Phe-Gly- 

-Gly-Phe-Gly-Gly- 

-Phe-Gly-Gly-Gly- 

-Phe-Phe-Gly-Gly- 



1 2 



ffiSE^ 3 ? 11-3083768 



10 — 310130 



-G 1 y-G 1 y-G 1 y-Phe-G 1 y- 

(b) jffijsias^itKw^sv^^— 9— 

-Gly-Gly-Phe-Phe- 

-G 1 y-G 1 y-G 1 y-G 1 y-G 1 y-G 1 y- 

(c) mm^m^itmm^^^^—^- 

-Phe-Phe- 
-Ala-Gly- 
-Pro-Gly- 
-Gly-Gly-Gly-Phe- 

(d) mm&mtf'hz^xs<— 0— 

-Gly- 

-D-Phe-Gly- 
-Gly-Phe- 
-Ser-Gly- 
-Gly-Gly- 
-Gly-Gly-Gly- 
-Gly-Gly-Gly-Gly- 
[0 0 2 7] 

[0 0 2 8] 

3fX b^y&mmiZmzmfetsfr-f* a-V-l,6-ffi&$:tt:M<Dm&X'£A>X^X 
^«fc V^ 0 ix.ll a-D-l,6-^CDSI^** 85%&Jt. 90% &>±. X»95% &Ul© 



ffi£E# -qz. l 1-3083768 



( 



S^^L 10 — 31013 



J&V*tf. MXlt l,O0OgS^& 2,000,0006^©%©. #*b<» 3,000@^^ 

p> 800,ooogs©%©S:fflv^«ii:3^-e^*. fc^^c^T/i/*;^^;* h 
7>jK'J7;^-;i/©3ij^ 2/c 1 _ 4 T-n/*-n/S&«lJ*"f"*c 1 _ 4 T^'ap^/i: lt 

[0 0 2 9] 

^gs. %oiitj, b^>©3fty y;i/3-;Wb©#*£&±SB©%©ic|^ 

^sn^r ^«^<. asl#^c3pJfflBrlB«c J b©*e*n^iv^3^«:**^s6S:igMLt 

-?u\z*z;w.. <*->7U)vmw.. p-#ufrum. r u)iMmte¥<D^utf 

X i- * 71/ 3f 2/ Cj _ 4 r ^ ^ ;v it -t £ - £ K: <fc *J *r e> ^ £ # T? £ £ . 

[0 0 3 0] 

*.fcf, #!Mb^hi>*A^*iMt:&v tfi*«0 ©#&Tic/\n^f Wbc^T;^ 
^/*;i/3jC>ift*fc»-e©aS:»iDU, zf^T&vM^lOO ^^©M^HTtSc^ 

A^/^^S/C^T/i/^Mfc©^^^**^^ OTJBv^Antfv-ftc^ 
T^^^/*^/3K>ift&rJf*IS©*S:jgl[38#l"rsr fcicj: y ^lcM5*Tfg-e;ib 



1 4 



tf5liE4f ¥ 11-3083768 



10—310130 

[0 0 3 1] 

0- a -if V n is ttO- /8 - ^ U 3 2/ K*g^ & if IC J: y Ift^^ IT^TfeJ: 

«MtgT*&S#, — UlWlCti, ^^^^ri/Cj^T^^r^-r^^ h^>^°y r;i/ 

n - ;i/ <d mm%%> t=. y o . oi-i . o^g -c & = 

[0 0 3 2] 

2 ) n -NH- (nttl~16©i8E«t) X»-(0-CH 2 CH 2 ) m -NH- (ml* 1 ~10tf>SEi&) T?* 

, l < tto**&«&ft^<&ico-a-^'y n>> K*g^Xtto-j8 -^y n */ t?*g# 

[0 0 3 3 ] 



1 5 



aiSE#^ 11-3083768 



4$5|£ 10 — 3 1013 



te, m%.\*. !^Wfm277U17^mmm. #fFf|2774429-5§-fM*. X«Biol. Phar 
m. Bull., 20, pp.259-266, 1997fc £lCiBlB$ *lT^5. V =5 7.% 

[0 0 3 4] 

[ft 1 ] 




[0 0 3 5] 



ffifiE^ 5 ! 1 11-3083768 



10-310130 

, N-xteo-rs^i/SSWk o-r;^=¥;i/^##:, u 
^^;i/-N-T-fe^;i/^*^n-b-^ 2-N-^>^;i/^;i/ni?-^ if & 3 h 

*is ia»#x ^n*y rTttxtt*^* 1 ; zfttsmv^it 

^tt§ c *y^#69tctt, s/a-irti-^. i/7V;wH^A, i/7U;i/;w 
*x. ^h-*, ;W;*x. *x&i?&Mv^r 

[0 0 3 6] 

•9--) iKOS/SfeTK*. X^TK^^^T^f ^t^T'lS. 
[0 0 3 7] 



1 7 



mSE4#¥ 11-3083768 



10-31013 



pTIB-e&S. $y<Dm.£LX&. Mx-tf, h y S hU^^-^ 

N-^^;btf^u n-*?-;!/^;^ 1 ; s;*?-;i/y^ v try 
^jj-N^i/c^T;!/^;!/^^^ > y;m-;i/<z)^ h y ?Ai&^£>^^y ^ 

2±m.%:7}<K&fflV, Bio-Rad AG50W-X2 (200-400 *y*/;x, H + M) tffli&^^L 

- )V5L\%t(Dm\t^mmmw(D^- bv v2±m.*7kiz&mis. b v^?vyy=E- 

[0 0 3 8] 

;i/^;pf^^ b^ytfv y;i/a—;i/©:fr/i/3Kdp$/;i/3S — Sg^icwu 

^ k*'*— frT?ttN*sgys smteZ) z.ljjm*i/c 1 _ 4 TA'*frT*x b^y 

Ji©*^-tf-&ftfJ8Lfeie^?&oT%J:v^ Mill F*. 



mSE4f ¥ 11-3083768 



#5p 10 — 310130 



[0 0 3 9] 

, Mx.li> n,n' - ^s^n^^;^;!^^^ F(dcc) ©<fce>&N,N'-^S/* 
D7/i/^A^^ ^ FSt i-x^;i/-3-(3-s^^^;i/T^ ^ 

^ K(EDAPC) m<Dfi)vmv^ ^ F^SMk l-^l b^pi/^;i/^-;i/-2- 31 hdf 
*/-l,2- Fn^rS/dp-y U> (EEDQ) &£f £J§^£ ;i £#-e^£„ ^C0«-^, 

^MlC/SDTl-t \?U*ri/K>^h UT^/-;i/(H0BT)<O<ke)^^>V"h VT)/- 

[0 0 4 0] 

^f;i/t^A7^ Fs ^^^;i/x;i/^=3pi/ F. T-fe h7$ F, N-**-/i/fcTa U F 

a&, &Tfm&te£<DWi*frbm&mm-?'<%x&z> 0 -mmz^ o.i ~3os* 

%. L<& 2~15M*%SS©*BH«:a^i"S * ^^"e^S. E^-ffc-&^£ 
b T4f H§¥6-87746 ^&#<Z)f*:£:£ 2 KlffiflRS tlfetSHl*M £ ffi ^ £ ^£<E>^A 
Mz-tt 1~15J|*%> #£U<« 4-8 li%lgTf»5. jb/bsK^S/Ci 

_ 4 r ;b * x h ^ > # u t ;i/ n - )\^ izm a $ n fc g^(:-^^s©#J-^ tt, 

[0 0 4 1 ] 



1 9 



11-3083768 



i 4#^p 10 — 31013 

39£JB^s*^ z.ammik'&Qatt.* BMfcjKttafcf** (M*.tfpH3gao 

[0 04 2] 

^if(5!)^m^csv^•r^69^c^$^i:§ - fro, E£lfrfb-&4&B#cz># 

ft ti ^ ^ - -9- - icings? £ *u 2Ht b sag* fc-£4fc afifflflS t*t \z &ft 
«-^#*<imijei^K:si»;a*ti. yn^y- -tried: 'jiiLtiftM&^t 

[0 0 4 3] 



ffiSE4$¥ 11-3083768 



10 — 310130 

[0 0 4 4] 

ag ^ b t hbj* k s# s *i s 3 © £ e> & esu ©ss&i^jb &± tana tc rb^ $ *i 

&#*a-r*E£ffc;-&i»©«^JL Ig4&tt^f**K:#A3*ifcB£^ft-£«f©»S© 

H*fc»;#*lf5Bt 1 » 2 K^&f 0.1~100 mgg^, ^£b<ta$J 1~30 mg © 
[0 0 4 5] 

^JSWcisgjgstiSifcttfcv^ lyfeM^c^bfex^-Aic^T. ts&<z>* 
u r ;i/ n - ±ia^^#^ ©^ y l ic <t o r *fj& s *i s % © *e » 

di: USSM*. DX-8951tt(lS,9S)-l-7 ^ J -9-31 5^ 

;i/-5-7;i/^D-2,3-^t: KO-9-A-f KnSf $/-4-*?-;i/-lH,12H-'<>V'[de] 
y [3' ,4' :6,7M > KU [1,2-b] * J U >-10,13(9H,15H)-S^*> (4f^6-8 
7746#&«©ft#£2fcSE«S*lfc*fiflI*3!I) SrS*"***- 
[0 04 6] 



2 1 



11-3083768 



4f Ap 10-31013 



h5>3KU T-«/=i-^/©-^bU ^Aifi&jElStilSJCIEglUfcft. 0.1N 

^ri/^^-;!/^^^ h v>3KU T;i/=l— ;]/<E>± h U V i±i&.<Dik^WL* Bio-Rad AG5 
OW-x 2(H + ) 3t79A^C#LTalJS*S:a[»Se#L/Tf^^^:L/TffiV^feo £©f**4 

£m5fe»J*<z> o.in *lMt:f- hV VkyfrmmzmMV. 7*.J -fry&vy*. 

Jl^ilbT O.IN ifegre»j£Lfco s(mg), O.IN *lMfc:J- h 

U *Z*#$Sfc©ffi£S!Hft& a("0, O.IN &Ift<Z>i8j£ft«: b(«l)£:U 

^i/^fMbll: 13.4(a-b)/[s-5.8(a-b)] ©5£iC «k *; £v^, M%Z)OM 

A* (fi*%) 3i«©4#14lRlRS:3PJ«bfclR^S^«f (362 nm>frj£) ^P># 
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V^A/OAc 3)1 



2)NaN, 



3)MeONa 

AcO-^^V*" 4)Pd-C / Hj 

OAc 

(2-1) 




[0 0 4 8] 

1 (5.0 g)^2-[2-(2-?DDX b:*f >»JCh3fS/]x#y-;i/(3.75 ml) 
£$/?nD;*#>(75 ml)ic^^b, 37 v ft* ?|jix-^;i4gfls(7.7 g)£#Dx. 
, smmMWVtz.. RfotfL'&Vtu # >(100 mi)-e#f*b> ^^JfSrTfc. & 

*7A^Vb^77-f-^^>:iilf^2:l)t|lU # D ;i/ft&3.3g 
#e>*lfc^n^#(3.3 g)i:NaN 3 (2.0 g)£DMF(15 ml) (fiT*60TC T* 2 H 



2 2 



ffill^ 5 ! 1 11-3083768 



10 — 310130 

£2.8gf#£ 0 
[0 04 9] 

We>tlfcr^K#(1.5 g)£*# / -;i/(30 »1)IC»^L, j§?K©pHtflOlCfcS* 
28% MeONa^**y &iD it, l^BSS^L/fc. jRffiiRJCDowex 50W 

e>*l£^$££*#y-;i/(50 m\)tMlO ml)<DM&m^frls* 5%Pd-C(50Jte2K 

)(2.o «)&&!*., *mi%&-f lmmnht-o mmzm&L. mm^m^. 

$02,-2 £1.2 g#£o 

1 H-n.m.r.(DMS0-d 6 ): 8 4.20-4.30 (lH.br), 4.00-4.10 (lH.br), 3.80-3.85 (1H 
,br), 3.50-3.75 (14H,m), 2.75-2.90 (2H,m) 
[0 0 5 0] 

Ut 3 ] 




[0 0 5 1] 

*r*7. h^>4(7f-l3S/*±$^ ¥*£#^*4000-6000) (20 g)tf)0.1M Bt®E^ffi?£( 
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#^ 10 — 31013 

P H5.5)(2000 ml)tC, t®3 h V V A (66 . 0 g) (2000 nOfeflOAfc 

„ 5tftbT4 °CinOBr^i^ x^-b>^U n-;i/(14.0 ml)$:jDx> -HftM 
££bfc 0 jK^&*i£T-T?8M7K^ffc^ h U ^A*«StS:fflV%TpHS:7.5JC8BfiL/ 
fell, Tkmit&Vm-t-hV t7A(28 g)£2fnx.£o 8fc«# bfc. 

MIT, #Bfc - epH5.5tC8!ilEU 4TCT?lB£ISI*8 i bfc. MT-e8M^^b^ h 
U ^A7K^?SS:fflVNTpH$:7.5lcM^Lfcc J£<Lt©fi1§£2IItfTV\ #£>*i£2o 
£1^>K££#), A-f ;Tv>y *X-3BIU y #7tfc»)£JBv*fcl8*M*ift 

^ *-30BI&jiil aliftL/fclSIRS: tfvy ? *-3 Bl £ M ^ £ PB^«il 

SfeicfcyBM&bfcfk a^e^b-twas^* h^ytfv r/i/n-Mw.o s )z 

[0 0 5 2] 

2KMS^ b 'J ^ A (39.3 g)&3k(282 ml) iC^fr bT#e>*l lC_tiEtf>¥f*! 
t 1 ^^ h^>iJ<y T;i/n-;K9.4 g)$r*u^L. ^S-e»»S-ftfe. ^©^MtCTK 
^TT'e; 9 p;i/«(56.4 g) & JniLT|g»S*fclfe^ST?20«p|SISjcS:s*feo 
d ©£JGS?R & #fiftT?pH&8lc80Sf b A>f * v y * *-5fi| £ m ^ R^atift 

(JEA~F> CM^BS-T) b 9>sKy h 'J ^A^(12 g)£# 

fe„ fc&tlfcCM-T 1 *;* h^>/Ky 7frzi-n/<D± V y ?Ai&(4.0 g)£, &&it 
^-hU^A(17 g)£7K(120 ml)lC^^bT#b4x^*^lC*n^ 

r (cmtt* ^ ; ^ n i (24 s)^M^.xmm^r^^X' 20 

[0 0 5 3] 

r;v=i-;i/0^-b y ?a&(4.o g)*mt=.o z.<om9t<o^A{f jumvt. 

feofc. mbftfcCH'r** 7)in-)WD-}- b y ?Ai&(1.0 g)&7R(10 

0 nl)K:»jS|b, MMW 1 <D4t&$B 2 - 2 (800 mg) © ^ # y - MlOO ml)?g?££: 



2 4 



ffiSE#¥ 11-3083768 



#5p 10-310130 




[0 0 5 4] 

I&S609 3 : >tfv* h-^tfifCM^* h^>#V T^n -;i/-Gly-Gly-Phe-Gly-D 
X-8951tf>-&J& 
[ft 4] 




[0 0 5 5] 

2±m.(1.0 g)$:7K(30 ml)lC?§frU 3'-N-(Gly-Gly-Phe-Gly)-DX-8951© Ml 7^ 

ytumm^. (150 m g ) Fn3fS/'<>y h u ry-;K35 m g )©*#y-;i^ 
£2B#i?gr£ic. 3@ina.fc3u lifta^Lfc. u 

*l£^£3M&ft^ MJ ?AtK?§$£(20 ml^C^U X*y-;KlOO mOlC?! 
TU ffiffiLfcifclft&:£4>#lSi(3500 rpm, 8#) lC«k U m&fco £©i£JRS:*JC 
»frU 7W*v^^^-3J»ES:Mv^felS^»ifta5tCj:yflttaL/fe 0 R&38ifiL/fc 

^fc&900«tf»fe. *ft=^*S:0.1Mffift^- h U ^A**H([tC»»«fe, GPC(#^A: 



11-3083768 



10-31013 



3CV-TSK Gel PW-4000XU 0. lMNaCl^jSlflflu ffi&:0.8m\ /m\n)Vft%T 

IS*, R.&*it&ft<Dmtt>&lRl5LX'<9 h;i/( P H9.0. 0.1M h U *««*ft»tO 
tl^tlHl J&tfUU IC^I-c #ft£4lfi£©DX-8951-£*S:3(>X7iz hx MJ 
tfO.l M bV^mWW. (PH 10.0) cfil?©366 nm&Cfctt-£>®^tca^V>T5£* 
LfeilZZ. 4.9% (W/W)T*3do£ 0 
[0 0 5 6] 

: CM-t^X h^>sKU r^/3-,«/-Gly-Gly-Phe-Gly-DX-8951©-&ja 

[ft 5] 




[0 0 5 7] 

Dowex-50WX8(Et 3 NH + )?:®U> CM"5=3f h 9 >sKU T/m-Zl'© h U x 
?-;i/y> i E=.tf.kiS(1.9 E)£#£io ^tl^CM^X h7>^'J7;V3-;i/0 
hUx*-/l/T> i E=.'>.kfi(1.9 g)$:50%N,N-^^^;P^;i/AT^ KSr-S-t**** 
lC?gj§?U i©**tC h Ux^;i/Ti= >(0.112 ml)£3'-N-(Gly-Gly-Phe-Gly) 
-DX-8951© h U 7;i/tD|fii (350 mg) £^tfN,N-^* *-/l/3fc/l/A7 ^ F(10 
■l)**, l-xh*S/:fc;i/3K— /1/-2-X h$f*/-l,2-s;fc: Kn#2/^y U > d.9 

, #E>*lfc3S?fES:3M&ft:J- h U ?^2Mg?£(20 ml){C^^b. x#y-;i,(100 ml 
)£i8TU ffifflL (3500 r P m)JC «fc »J ii#)£o 3©fcfcJg&7MC 

V^@?t?££ ^ U !K7 7>f (0.22 At m)T*?itii ^^^^LT^IBft 



ffiSE# 5 F 11-3083768 



10 — 310130 



3RV-TSK Gel PW-4000XL, lMNaClTMSSu 0.8ml/min)T'^ L tc 

h;i/( P H9.o. o.m h U 

t/0.1 M hU^M^M (pH 10.0) tfJT?tf>366 rale ;J3ttSlR3teKlCg:5V>T j£i 
Ltt35, 5.2% (W/W)T'&o£c 
[0 0 5 8] 

: *7^b-X {^tfliCM^ 3f^h^>3tfyy;V3 - ;i/-G 1 y-G 1 y-Phe-G 1 y-DX 
-8951tf>-£f£ 

•5^* h ^>T500 (7 is T*±m> ^*500K)(50 g)©0.1M flftfeftffftKpH 

5.5) (5000 ml){C, 5fi3 tfSSIft:*- h V 9 A (165.0 g) ©7K^?g(5000 ml) $r*D^_^i 
. M^6bT4 , CT'10HraM#b^^ Xfl/>^'J 3-;i/(35.0 ml) — 
lftStf¥bfc. jK/&^£*#T"e8M?KM:^ h U # AtK^M^M VNTpH£r6.5&C§f 
^Lfc^, 2telHfc3fctf5&:M* U ^Z>(70 g)£?K(2000 ml) lzmffiZ J &&W.*:lMX- 
fc. gffiT?-l!fe«#l,fc. Mlt> »BfcT?pH5.5K:»M8U 4TCtll| 

ISItKffbfc. ^TT*8M7K^b^ h V ?i>#?£?££J8^TpH£7.5lCSS^l,fc 0 
# *l £ ^ >f * V V * -50JR £ M V > K^atjStSfe <fc § ig£^iffi # <Z> 

»*€rff3&v>^©*«t&»feo d©3SS**S:IS^»iftlK(1000K. 7>f^bn> 
*±tg)£iiil£i*fco aiigL^^$:A>r^-v'^^^-50KS:Mv^fe|l^Ji^^C 

j:UTObfc#. *ife««tTf*^ b^ytfv r;i/=i-;K2i.i g)£#£ D ^ 

<Z>4feK©#^A tt, 128KT& o 

[0 0 5 9] 

tKM^" h y ?A(13.84 g)£?K(150 ml)C?§fr UT#£n&7K?§?&lC_LSET*# 

^Tt^; i7u;vmm<D-rb v ?A&(6i. 6 g)&ina.T$8jS?£i£fcft^fi*c--W& 

££S;3-fr£„ 3©££W©pH£8.5&Cfg^Lfc^> ;U*7i!) ^-SOIR&M^fc 
m^zti©^ C «fc €> <£#^I®# ©Bfc*&frfcofc. IS^® # & LT» CM 

T^^r^ h^>5KU T;i/3-;VCD^- b y ^AJ^(6.2 g)&*#£ 0 Z.<Dftft.<D&3-M{ 



2 7 



ffiliE#¥ 11-3083768 



Sftsp. 10 — 31013 

0 mg)&7K(50 «1 U 1 <Ztffc-&«»2 - 2 (400 mg)tf>* # ^ -;i/(20 

ml)?g$£:l-fc Kn^r2/-0!/h U"r (160 mg)cD*#y-M20 ml)?gM£: 
flUTtfc. £*>IC, *|gffi*^d<^>f 5. K&#£(120 mg)$:2^r^^^tC3[lI» 

, 7 W * v * *-50g| £ m v > fe PJU«i&&lc J: & i£4HF-lr#<z> fife* £ fr o fc 
[0 0 6 0] 

g) £?K(3 ml)lC?§fr U 3* -N-(Gly-Gly-Phe-Gly)-DX-8951© h U 7;b^"DStit 
(27 mg)CD;*# y -;i/^?R(3 ml) £ 1- Kn 3f 2/-^ > V h U T s J-J\s (7mg) tf>* 
^y-;«M(3 ml) mm<Dp^7.0tV. TKSSttfc/l'sKSMS 

&(7 mg)£ 2^H3*i:{c. 3 0flnjilfc«L 1 «fc«#Lfc 0 SJSM^OtSJSCSrS* 
#e>*ifc£gi££3Mi&fl::h h U t7A7K^M(10 »l)K:?grt*U x#>>-MlOO 

cs**u 7W*vy^^-5o^gs:fflv^fcls^al3ft^s^cJ:ylBllfibfe. Bifc^i® 

L&V^^?££^ UtKT7^;1/^-(0.22 Am)T*2Ii® M^iUTg 
ffift^%S:180 mg#fc 0 afc-ffc^&O.lM^b^-h U ix**«lCi8»?ft, GPC(# 
vA:*V-TSK Gel PW-4000XL, ?«:0. lMNaClzK?M, 2fcj&:0.8 ml/min)T# 
*fL/fe«^ &tf#ft^4i^&**l!SJK:*'<* h;i/(pH9.0, O.lMhy 
) 5:^^1^410 3^:^® 6 {C^-To #ft^8j*f»®DX-8951-&*«:3<>Xyiz h- bV 
JlZ^tiOA M hU^M®?^ (PH 10.0) i£T*tf)366 nmlCfcttS^SlCS-^ 

Tgiifeiire, 3.7% (w/w)-e<feofc. 

[0 0 6 1] 

: C57BL/6 V? * Kl S 3 <Z);tf^ ? h - XBffim®)&'&ifcCOM 

[0 0 6 2] 
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#¥l 0—310130 

^mmm^izxmmv. dx-895i Km&Litmmtfi 0.5 m g /mi 

lzmmLfr 0 Z.tlb<DM%S&'&ftfc?8tiL& C57BL/6 Vtf;UC— 5 E^ITI 
MSI*IIC&^L£ 0 DX-8951 «U¥T* 5 mg/kg tbfc. gB£» 

(0.5, 1, 2, 4 £J:tf24 ffrfll£$Ifc II 4a 

Xbfeo 3000 rpm, 10 #|SI3g4>#IIU £*>IC _t3i£ 15000 rpm 

, 15 ^P^M^^ItL/^c %hft,tc±M<D 50 Atl fC, pH6(E> Britton-Robinson 
Buffer (B.R.B) iZ&V 2 mg/ml Klff§gb£: a -Chymo trypsin 450 n 1 £ 

»L, 40 t t 2 hr R/SUfc. 50% MeCN 0.5 N HCl *§$t£ 5 

00 /nl MJU 12000 rpm % 5 #RI&'i>#»tU 20 /i 1 & HPLC # 

*fL, StUbfe G-DX8951 it§ii:T«^I?:lftfc. rOB^ ift 
#^cMv^fe#l64*a^*t§atS:. iSHfoMcfcy, 50, 10, 2 yttg/ml Kmmv 
, ^tl-Ttl 50 /tl Z±7&<Dj5miZ£ymmmmV. G-DX8951 ^ilfct)© 
bfcc 
[0 0 6 3] 
HPLC ##f£:# 

jj^J*: Symmetry C18 (4. 6 X 100mm) 

tfitM. : 1.0 ml/min 

?!J7MI : 40 °C 

^tfii&S : Ex.375 nm, Em. 445 nm 

MeOH : MeCN = 1:2 (29%) 0.1 % TFA (71%) 

[0 0 6 4] 
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[02] *m%e>M%9&&fa (##iD ©^JRiRte^^^ h^fe^-TH-e 

[04] (H*feM3) CDGPC^"Y-b€:ati-H7?*S. 

[0 5] ♦IfcljB©^^** (###91) ©GPC^-V- h?:^t0T^So 

[0 6] *«W©H<&a'&# ©GPC^-v-h&a*-rei'r&5. 
[0 7] (*ii3, ##MD ©Jffl»^©£*H£&jEiVr 
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[ftSA] 

[J££X«£#] 

i&mxitmmi 



000002831 

ra^0*t3T@ 1 4#1 0# 
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